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^eo,ica.d=asi,w.n,e.^a,450™,o„aV.a.o.Spec,^— opiate 

reader. ^ ^ . 



Please m^ertteaccompanyingpaperoopyofme sequence Listing, page 
numbers 1 .hn>ngh 22, a. .he end of *e appUcation and renumber the pages of .he 

application accordingly. 

PFMARKS 

Applicants reques. en«y of «s — in adherence wid. 37 C.F^R. 
«, 82, .0 1 825 ™sarnendn.en.isaccompaniedbyafloppydiskcon.auung*eabove 
? 1 SEOIDNOSl-77,incompu.erreadableform,andapapercopyoffl-e 

named sequences, ' , r 

,Hr„„^.heuseofdres„«wareprogran,"Pa.ena„"andisiden.ical.o.ha.ofd,epaper 

copy This amendment conttins no new matter. 

Attached hereto is a marked-up version of the changes made ,o *e 
.,eoi«cationbythean,endmen..Urea„achedpageiscap.ioned.M™i 

,_ti„nofd.isapp,ication,pleasetelephonethe— edat(«0,32.2..^ 

Respectfully submitted, 




Rosemarie L.Celli 
Reg. No. 42,397 
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Tn t^° sppf ification; 

T -t-? heen amended as tollows. 

. ..HKv FT TSAaeainst a series of lO-mer overlapping 
from cvnomolgus monkeys was tested by ELlb A againsid 

DAEFRHDSGYmmma-Whichcoversammoacdsl-lOoftheANn p 
which was used as immunizing antigen. 

Theparagraphbegim.inga.page8,line5.h^be»amendedasfoUows: 

Hg 20- EpitopeMap: Non-restricted N-termina. response. Day 175 

peptide. 

. • * 14 w 13 has been amended as follows: 
Thepaxagraphbepnmng atpage 14 Ime 13^has 

H,N-Asp-Ala-Glu-Phe-Aig-His-Asp-Ser-Uy lyr uiu 

.,s-Leu-Val-Phe-Pbe-A.^^^^^^^^^ 
Val-Gly-Gly-Val-Val-IIe-Ala-OH (SmTONQ^. 

, • • ♦ «oo*. 9 R line 14 has been amended as follows: 
.epara^bhe^n^tpage.^^^ 

epitope for inducinganimmtmeresponse against amyloiddepositshu..etoosm.^^ 
Tilunogenic. h, this situation, a peptide immunogen can he hnked .o a s^table 
raTtoh lpeUcitanim^uneresponse. suitable carriersinolude serum ai u^^ 
Z.eHntihemocyanin.^unoglobulinmo.ecules>yrog.ohuli..ova.b^^ 
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of universal T-cell epitopes include: 

• • xjA PKYVKQNTLKLAT (SEamNQi431 
Influenza Hemagluttinin: HA307-319 PK^^ ^''^^^^ 

PM,RE(— residuesbolded) AKXVAAWTLKAAA (SEOiMCm 
MalariaCS:T3epUopeEKKIAKMEKASSVFNV gEOmM!^ 

TTO A„ VT7T LTRILTI (SEQ^NQl46} 
Hepatitis B surface antigen: HBsAgi9.28 FFLLTRlLii L_y^ 

nOSIGDLIAEAMDKVGNEG {SEQIDNQI47} 
Heat Shock Protein 65: hsp65i53-i7i DQSIODLiAiiAi 

bacilleCalmette-Guerin QVHFQPLPPAWKL (SEOffil^Q^ 
Tetanus toxoid: TTsso-s. QYIKANSKFIGITEL immmm 

. -..TT FNNFTVSFmRWKVSASHLE (SEOIDNQiSQ) 
Tetanus toxoid: TT947-967 ^^^^'^ ^ 1 n 

HIVgpl20Tl: KQIINMWQEVGKAMYA (SEQIDNOSD- 

• • . line 24 has been amended as follows: 
The paragraph beginnmg at page 30, line 24, n 

m MAP4 configuration is shown below, where branched 

• .t both the N terminal and side chain amines of 
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„ (AP 1-7/Tetanus toxoid 830-844 in a ^AP^ confi^^^^^^^ 

. ^iA QA7 Qfi? in a MAP4 configuration): 
AN90550(AP 1-7/Tetanus toxoid 947-967 in a MAT 

g^gpRHDFNNFTVSFWLRVPKVSASHLE (SEOmNQ^ 

. R^n 844 + 947-967 in a linear configuration): 

(gBnTnNO:54^ 

AN90376:(Ap3-9)/Tetanustoxoid830-844inaM^4c^n): 

■u A- TTQ «i 736 142 (all in linear configurations): 
Peptide described in US 5,736,14/ ^aii 

^,„3.2,A.>-7/pepU.e)™-K.— 



include 



Other examples of fiision proteins 



(immunogenic epitope of APbolded) 



DAEFRHD-AKXVAAWTLKAAA (§£01^^52) 
DAEPTfflD-ISQAVHAAHAEINEAGRlSBamMm 
BMDSGY-ISQAVHAAHAEINEAGR mmMOMi 
EFRHDSG-ISQAVHAAHAEmEAGRtSEOmmSl 

B.EFRHD.PKWKQNTLKLAT-DAEFRHD(SEaffimM 
„„.DAE™HD-DAKPRHO.PKWKQm^K.^r^^^ 
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DAEFRHD-DAEFRHD-PKYVKQNTLKLAT (SEOJCH!^ 
niEFRHB-PKYVKQNTLKLAT-EKKIAKMEKASSVFNV- 

rr™B.E.^SPW..VPKVSAS„.B.^ 

„A.PKH„-QmAKS«CPKKPTVSP™K^^ 
nAEFRHD-QYKANSKnOITELCFNNFTVSFWLRVPKVSASHLE- 

„AEFRHD-QVDCANSmG,TELona2b«„chedresin^^^^^^^ 



peptide 
peptide 



lys-Gly-Cys 



CQVTNVGGAISQAVHAAHAEINEAGR (SEQ 



IDN0:71)(Synuclein 



fusion protein in MAP-4 configuration). 



. • . „«^;n line 24 has been amended as follows: 
-..,151 12 13-28 and 33-42, each conjugated to sheep anti-mouse 

l,..ec...U^S.e..t,t..o.EMCS.T.eApp<^ae — 
.^.esi^witBthetoUowUtsf^atan^oactd.^^^^^^^^ 
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Api.l2p^tide ■ NH2-DAEFRHDSGYEVC-COOH(SEamm22) 

ABl-5pq,tide NH2-DAEFRC-C00H (SEOJDJjaia 

AB33-42 peptide NH2-C-amino-hep.anoic acid-GLMVGGWIA-COOH 

AB13.28 peptide AcOT-HHQKLVFFAEDVGSNKGGe-COOH 



Tl,eparagraphbegituungatpagel02,line8,ha.bee„amendedasfoUo«s: 

The exact array of linear peptides recognized by tl,e antibodies m the 
serum samples from animals immunized with AN1792 was determined by ar, ELIS A that 
measured the binding of these antibodies to overlapping peptides that covered the entrre 
A(il-42 s^uence. Biotinylated peptides with partial sequences of AN1792 we,, 
obtamed ftom Chiron Tectarologies as 10 amino acid peptides with an overlap of 9 
:siduesandas.epofoneresid„eperpeptide(synthesisNo.5366,No. 533 .dNo. 

5814) Tl>efirst32peptides(fromtheeightamin„addpositionupstreamoftheN- 
.enninal of AN.792 down to ti.e twenty-fourth amino acid of ANn92, .e b,otir,ylated 
ontheC-tenninalwiti,atinkerofGGK. The last 10 peptides (repeating tire tiurty- 
secondpeptide from the previous seriesJarebiotinylatedontheN-terminalwrthahnker 

consistingofEGEGmmm7S.Tl>elyophili.edbiotinylated peptides v^ere 
^ssolvedataconcentrationofSmMinDMSO. ^esepeptide stocks were d-utedto 

,M in TTBS (0.05% Tween 20, 25 mM Tris HCl, 137 mM NaCl. 5.1 mM KCl. pH=7.5). 

,00 ,1 aliouots of this 5 ,M solution were added in duplicate to streptavidin pre-coated 

96-well plates (Pierce). Plates were incubated for one hour a. room temperatiare, tiren 
washedLtimeswiti-TTBS. serum samples weredilutedinspecimendiluentwrthout 

a.idet„n„rmah.etiters.andlOOplwasaddedperwell. These plates were mcubated 

„„e hour at room tempemture and then washed four times with TTBS. HRP-con,ugated 
;:anti.h„manantibody(.c^n— esearch)wasdilutedUO,OOO.nsp..men 

diluent without azide and 100 ..was added per well. Tire plates were again mcubated 
and washed. To develop the color reaction. TMB (Pierce), was added a, 100 .1 per well 
and incubated for 1 5 min prior to the addition of 30 pi of 2 N H.SO. to stop the reaction. 
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The op«cal density was meas^ed a. 450 nm on a Vmax or Specttamax colorimetfc plate 

reader. 



